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5 m^i^m 

10 Fas (i. b h^ili^^fflflST^^'i' LT^# t>n/c^ y ^ o 

^-SFa s trC|2^ (3;^/^5 S. (Yonehara S. ) J. Exp. Med.. 1 6 9 
%^ 1747-1756 1 9 8 9^) {CJ; oTlSli^tLs h-'>;^®-> 
^■>;^^«{::'fE]S-ra»S®trLll-^*^o ftifi. ^ b-t? N. (Itoh N. ) ^(c 
J:oT. F a sit{E^;^><^ o-->:>'^tls F a s 4 5 k D ©*fflM±®S 

L/C (CelK 66^. 233-243 1991^) o t/c. ^'i'XFa siliS^-t^n- 
— ('7;J':^<-"7:5'-:h:^''(Watanabe-Fukunaga R. J. Immunol., 148 

1274-1279 1992^) . FasmRNA*^^ ^'^7 7.®W?. ffF. IP 

20 t h F a s U Kii. F a s ^^^t" ^Ji^fflflafC^f LTT ^t'^ b - 
(Tomohiro Takahashi^. International 
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Immunology. 6^. 1567-1574Hv 1994 t 
h F a s U 7^7 > K(i. TNF:7 r ^ V ~iz.mt6i^^m^ 4 0 kD© I I M 

(Masato Tanaka^. EMBO Journal, 14^. 
5 1 1 2 9 - 1 1 3 5 I 9 9 5 ^} o tfz. t h F a s U 7^" V K{i 5 h 
FasUTyvKCTakashi Suda^. CelK 75 1169- 
1178Ms 1 993^)-^-?'^7XFas';7^7'>K(Tomohiro ( 
Takahashi^. CelK 76 969-976 1994 ^) i 
lfflSa^HI^^-*J^.>Ti^l^;}-^^c/ i^-^W LT*5<9 . t hFa s U7^7-> KJit 
10 h F a s®<?^T-^j:< v>t7XF a s ^4>^.^L. H - vX^^^f-^ C i^^-^'T 
^ -So ^ h F a s U FS.?^>'i' X F a s U ?y > Ffc. t h F a s <£• 

tfz. Fas ^^A^-r^T^"^ h-->X©/^fflflart->^•■:^;^jE3gO;^j^{cML 
TtW^*<ii^-e4o^9. Fas > (Death 

15 domain) <h Wtl-S^Wi^gSfFffl LT. '>i>">>'V^fE3^t /cJiiTp^iJ^^ 

M (ICE) liai5^:^->'L'-7°a7^T--ir"*<F a s^rfhf '5T^^ h-->X© v^V- 
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'5) o 

tfz. F a s/F a s 'J mitT^^ h - •VXJSI^i^®*!^!^. m^i^^ 

izi^m L-cmik&i^i^m <i'?mmhU'^r\.^ ^-^mm^TFm-^nx i ^ ^ cti^ij 

^ N. ^m^m 2 8^. 6 6 7 - 6 7 5 1 9 9 6 ^) o 

(Systemic infla mm atory response 
syndrome : OT. SIRS iB&f ) i W'tl^o SIRS {C^ol^Tiis 

mm (MODS) izm=rir6m^h^^ <i^^i>. En^^*«. 3 349- 
t^ti^t<. imi^m Lrmm-^-m^-^tifz i l - mi: iic j: «9 ^ ^ o ^ t - 

15 m^Wifz-t t^'t:>nx^^ . MiE&^'^M^Xi^^o Jiiti L/C cfc 9 {:i 

Fa s/Fa s ';;^->FI^ F a s /"F a s L3ftif^^t-) 

20 >So t^t^i:^. ^^^^ ^m^mttzi^t^m^^tiz 

woAMnmmMm(Do-h. ^mm^^^^i^ ?>mmmm m^m^mi^wsti . 
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mrBrm^iff-^m^<m l < ma u itftp^(Dipmin.m<&itRwmmmm'^^m-t^ 

Z t Ci^ ^. ^(Jaeschke, H. et al. ), 

FASEB JournaK 4^. 3355-3359 Ms 1990^). 4o 

10 J: m^Mumm. 3 mrmr^kiz. i l - s . ii-^m^^j^i^-^ ^uz> 7- 'Jtm l < 

-5 K. ^(Sekido, N. et al. ), Nature. 3 

6 5#. 6 5 4 - 6 5 7 lL. 1 9 9 3 ^) o Jt^±© J: 9 ^4>^fcJ: 
0'IL-8(i. llf5P$«*Jci:c;^ifaWS«*®^S9*^'^^S3{c^fcoX. fig 
15 ■fl'^m^mzi.XX.^hZ.tt'^Tf^m.^tlho --)5. Fas/FasL^<. ^nt>® 

20 (D i n a r e 1 1 o C. A. J. Ame r i c a n Me d i c a I 
Association 269 ^. 1829 Ms 1993^). ^l:iMM^^'^ 
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CD(D. Fas/Fas L^*<cnt>©|5tS{c*Jl,^Tf ®ct CM-^ LT^/^-STtJ^JC 

{f. ff^^ -v h't^mmm^-i > f h n-ej^jfa{c-r>5 ^©I^JcF a s ©^^s 

/i)<itiP^'S CtCTanaka M. Circ. Res. , 75, 426- 

4 3 3, 1 9 9 4 ) s mzfic I L - i^<v y h m^^mMmH^(^j--'^^tmM 
10 (NO) ^j^^mmt^tm^Tyf^h-'>^^mm-t^:it. no^^©p£«ij 

'ttCFukuo K, Hypertension, 27, 823-826, 
1 9 9 6) ^^i^^'fS^^tiTi^-So i^fz. 3^©^l:^^^^T■'>'^^c:fo^.^T. >^«fflfla 
15 ©T'f^ h-->X;i)<*5C:^C ^®I^F a s ©^^±^^□56^*5 C ^ C i (Lab. 
Invest., 73, 771-787. 1995) S.?>'^ <y h>ll^^«^^7^V^ 

(c^oi^T^ >bmmm^o:>iKm^Tb<Tyf^ v-iyxr-^<o. ^(DmF a s (Dm 

0 0{$Je^±{c±i^J^■ra-c?;*<f6'g•$tlTl^§ (L a b. Invest. , 
74, 86-107, 1996)o^'^{-. tiffl^li. ^i:^^i^B.M®^ll«fflflS 
20 ic^ii ^ F a s Ol^si^^i^ L. m.-:ki±'\j^m^s.-eitF a s ©^^{i&^.^6/i:;i)^-^ 

>L^m^:BLifm^m'\j^^&'^-ii'p^^ < i t)-g^5©.ll^^Mss-eF a s <Dmn 
^m^fr imm'^'t^m^m^M^ ^^e^^w^^fg'^. 152-155. 
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1 9 9 5 ) o L*^Lnj:;6<b. Ctl^C0jt^^,miz:iiS\,^XF a s 2!><i""Ocfc 9 fcM-^ L 

Fas ^/^-r^7^^ h - v'X^^J-r^ C <t J; -s>^:^^,t.©r^ 

•mmm^r'JUXF a s mRN A(D^m^<mi]ni- ^ z. t^<n^^tix^^^ 
10 (Hakuno N. Endocrinology 137#, 1938- 
1 9 4 8 M^ 1 9 9 6^) o L7&^L^ WmBKiioi^X. F a s/F a s Ll^^^^i" 

^mni(^l^^m (OTs GVHD. graft versus host 
d e s e a s e) (i. ^-^#X{i#fit>tS*0 U >^N°3^75<?t±©*Min:/l{C?tf ^ 

GVHD. m^^mm^^^GYHD. ^^UTLfzm^izn-t^±m.^iMm(D 
miiRm:i^^GYHDm^<^^o GVHDii. GY uKjit^icm-D <mmxmm 
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■V^^C tt<m^^tlX\.^^ (Aniti C. Gillia m^. J . 
5 Invest. Dermatol, s 107 377-383 H. 1996 
^) o Fas ^■ftLfzT^^ h- ->X©||#{col^T(iF a s 'J > V'^<lEn 
flzny Kp-;l/^'i'XOfl$U Vi--t Lfz^t. F a s V if > K® 

10 <0 (Matthew B. BarkerB^^ J. Exp. Med. ^ 18 3^. 
2645-2659 1996 ^). Fas =^ifYLtz7^^ h- vX^<G VHD 
(cM#-r^nJtg'{t(i^^$nri^^ ^5®®. Fa s ^^L/cT'-f^ h-i/X;6<GV 

15 g 1 ^^^BV >/^°I^{cfel^TF a s K^^^M®ft#1ttll<t LT 

F a s 'J^~'> HWi®ife®H^ TNF^cii-) (D^^-M 

(Dmtfl t'i)< G V H D Slt^(C:^#^-^;i ^ C i ^tl. n/ci^Sm^^'i^-f 
L^sF a s U K^XiR®^m/c{j-t?{i/j:».^"5Itgi4^^^b^o Lfzi)^-oX. Fas 

20 F a s^/^L/IT^H h-->;^®#^6^W$iJ'j^K®G VHDi^^mi LT©^t^'l4 

G V H D CD^iJJ, t LT. ^ ^ P X 'J > A /j: <h-®l^#S6^^^ 
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mnmic J: s G V H D (Dr^mmRt/Y^myj-mmu t> nx i ^ ^^cc 

•mm t fz krmm^m^i.w t-r^^o^-c^^. mm^um^^m^ tz i<tmm-t-^ ^ 

x\.^u\^o ttz. m^(Dmm^fzi<m^icy^Lxn:<^mf£^m ■ -^mmh'i^ih 

15 f'^^fz{tf^m^6^^:^<^^. ^i^\HXi^^7b<mi6^tl. h h izM-t ^m^±(D 

.m^i5;^ • ^^mm:sLv^mmum^\t LXfDmm. :sLzf-^myjm^mm^^ c tx^ 

20 5o <±:'9#L< (i. 3^^BJ«F a s T>^33--iiX h^WS^fiJcr^chf Fas® 
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*^B«#^>ti. F a s/F a s U K^O^t^BL?>'F a s^F a s VtfyV 
^^ifY-f^Trfi ^-v7.©^^^.#JC:fc(j•^^5:ilJ^lj^^W5SLr Fas 
T>^^'-7s hlcX-yX. F a s/F a s 757'> KI^OfFffl. #{cF as/ 
5 Fas ';7^7-> K^^^-r-ST^" h-->X^^Ip$iJ-r'5Cl<!:{-ci:«9@^®^.t.^T'>'^ 

{^fci^Tm^^a^^-T'Scii. -p^jx-jf. J^I^llW?tfl^tB§©^ll^M)}s®^^ 

a s/F a s KI^^M-^-rS^BtrS. ^9. #{-F a s^if>t-^T^> H-i/ 

15 (2) mm^. ii?tL<(is^^. sjtifa. mM^nmmmm. ttzitm^m^ 
±^ (3) GVHD. iA) ^MhL< i<tmiia.mmmnmxi>i^tnz&-D< 

:^mM(Dm(Dmmi. F & sT>^^'—^ h^WSi^:^^ LT^Wt-'S C 
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irCF a s U Kin:^. inlF a s K^^XfiF a s mmi^(D'pfl < i t ^,^•m;^>^— 
oT=*>^ d <t;6<$f t L < s m^mifiF a s U Fin:^*:/i)< t h^kirCF a s U t^/'V 

^#lMT-ab*9. mL<it. F a s/F a s U7?7-> K?^©^»ffl. #{c. Fas 

10 

m 1 St^s -^^XFQ 1 9-9-1 8 tn:l*:cD^|i^^M^© c DNAM^mzf 

15 ^2 s"j7XF9 1 9-9-1 8 in.Wo:)mm^^^I^(D c D N A@e^iJS.O' 

^ 3 I21(i. t h'fbF 9 1 9 in:^©^|ipj^^l^© c D N A@e^iJS.CKliSRT i 7 
20 MTIi^?|l^fCo 

s 4 Eifi. t h^bF 9 1 9 in.^comm'^mm(^ cDNAm^fHSLV^mmr i j 

1 0 



wo 98/18487 PCT/JP97/03978 

^SEIii. F a smmi^cD—o-V^^ shFas (nd29) -Fc^=»-K 

cDNAcDmmnm'^^ts^^ ^- (pmi 3 o 4) ^_^m^i^Mm.n^J^ 
i^^n^-ihm^^ti6T i jmnm^TTs-tm-v^^ ce A^conym (275 

5 #©DNA) tT) o 

lieiati. F a s^#^©-o-e*)-S ShFas (nd29) -Fc<&=i-F 
^-S cDNAcDi^Sie^iJ^^t;^^^- (pMl 3 0 4 ) ^(Dni^^mm^<ii 

a^tiib-i^m^^ti^Ti jmnm^TTsirmT:'^^ ce 5~i 4 4#®T5yM 

( 2 7 6 — 5 1 5 #©DNA) ) o * EiJ^lpJlfe^^N - '/ U ^ v i-- 3 y-tf-'f h 

10 ^^1-0 

m7Elli. F a s^^l^^CD— oT^b^ s h F a s (nd2 9) -Fc^^-K 
-r-ScDNAOigSie^'J^^^t^^i^^- (PMI 3 0 4 ) tfOSP^^SK^'J^oct 

zf^ni)-ii>m^^n^T i ymmn^TTsi-mr'^^B (145-22 4#<DT^y 

1^ (5 1 6~7 5 5#©DNA) ) o * EP(lpTtg/y: N - i^' U -> l^- •> a 
15 h<&^-to 

^8El(i. F a sl^#^*®-o-r*S shFas (nd29) -Fc<£-:^-K 
-T'ScDNACDi^SSB^iJ^^ti-'^^^- (pMl 3 0 4 ) cf^OSP^^-^Sie^iJiJcfc 

i^^m-^m^^ti^r i ymm^^^i-m-^-$>^ (225-30 4#®t ^ y 

^(7 5 6 — 9 9 5#<Z)DNA) ) o 
20 m9iaii. F a sl^^^©-oT:-*a shFas (nd29) -Fc<&rj-K 
-r-ScDNAOitSK^iJ^^O^^^^- (PMI 3 0 4 ) 4'©^5>i^Sie^iJ4o J: 

u^-^.ti/&-«^$n5T ^ y^ie^ij^Tj^f iitrS)^ (3 0 5#©t ^ (9 9 

1 1 
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6#C7)DNA) S^m o 

m omit. Fa smmi^(D-'Di:^;B s hFas (nd29) -hinge 
^3- K-r^cDNAOlia@e?iJ<&^tr^^^- (pMl 3 1 7) 4^®^^±gS 

5 (2 7 5 #©DNA) tHO o 

mi imits Fa smmW(D—D-c^6 s hFas (nd29) -hinge 

^=3- Kt-^ cDNA®±gsse^ij^^trA^^^- (pMi 3 17) ^po^^mm 

m (2 7 6 -5 1 5 #©DNA) ) „ * EP(inrtfenj:N- U a v U- •> 3 

10 h^^-To 

H 1 2 Em. Fas ^^^^CD-oTab-S shFas (nd29)-hinge 
^£•3- K-r-S cDNAcDi^^ie^iJ^f^^^i:^^- (pMi 317) tpo^^^^ 

^misji-a^m^ihm^^ti^Ti ymm^^^tm-e^6 (5 1 6#®dna 
m 1 3 law. F a s (h F a s - F c ) (Dm^m^ y h^L^mMwmmM 

^ 1 4 F a s 5^^|2^ (h F a s - F c ) y h^C^^MMPt 

» 1 (c {:^ ^ ^i|»5t 3 mm'<^(Ditm^ C P K {S_h#^fl]$i]3r:i^ ^ ^ ElT 

20 ^15l2](i, -7'i7XGVHD^7=>(Z:te{^§ t hF a s -F cO^l^B^^:^ 

3^m^.i^-rii-e*.^o &mn (□) (ShFas-Fc 1 omgxk gm^m. 
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«m<&^1-|lIT*)^o Sffl^ (□) {iF9 1 9-9-1 8 0. 4mg/'kg 

hi^m. (A) tiF 9 1 9 - 9 - 1 8 1 . 2 mg/^k g^s:^i¥^ mmn 

5 ^ 1 7|ll{i. ^^^7.F a s U KJt#: (#58-1 1 ) ©^l^fi^5 -y h^C^ 
m 1 8El(i. in;-7't;XF a s U ti > Kin:^ (#58-11) ®^^6^^ >y h'\j^ 

^ikwmmmm'^r-'jiiz^if^wmm 3 BtrBm®jiii'3g4^ c p Km±miiim±^^ 

10 ^1 9lgl(i. -;5":7XGVHD^x;WCfc{j-6trL-7'^XF a s U tV" > KirC^*: (# 

5 8-11) cD^nm^^nm^Tr^tm-^-^^o (O) ticvHoi^ttii. 

^5tL (•) (i#5 8-1 1 1 Omg/kg^-^S¥. (■) (i3>ha-;l. 

^2 OElfi. m^-^XFa s ';7^-> FW* (#58-1 1) ^WJ&liRm 
^2 imit. i)t-7'j7XFa s U^-> KirCf* (#58-1 1) ©v^X^itM 

F a s/F a s U ^"v K^O^^I^^'fffls Fas ^^-t^T 
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^^h-iy7.^<m^i-:^h(D-T:-^^o I^L<(i. ^tl^>^Dg|,#Jc4^l^T. Fas/ 
F a s Vtfy h'^.O^mm. #{c. F a s ^^t^T^>- h-iyXyb<. mmmx 

mmizii. jL^ms.. wm,^.. gvhd. mMnmmmm. ^>KH+i^>{c 

10 (2) GYHDctLTfi. :?^ifi^tt#M^^t^^^tt$^3Sw^^3E-.cD#fif^^i^ 

M-t=i>±mm!km(Dmm.mzm6GVHDm<^tti^o gvhd^. gvhs 
20 {cj:^s.tt^iffl^:^^^ ^^j^^^^^^i^^ m^fBmimik. M.^^mmw.yb<^t 
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10 ( 5 ) i|ffl®rt#* > F h + •> » {c^BH-r -S^Mi LT(i. i > K -> > 

15 m^^ttr^tti^o *0J^ffl»{c:fcl^Ts rKPt»{::S-^'<^-tJ ®t^(i. m 
I1e4>G P T • G OT • L DH^®±#. • i^MM. -^1^ 

i^s. PS. mm. m7h. ^nwmMm(Di&T. u 

20 t'tfc^A-^l'^'So ^/-c. S I RS{C#oMODS t#^-e^^'?>o 
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^ o 

^ tL^ F a s T > h (i. F a s /F a s U 7^7" > K^T > 
h chW^^'^ F a s {c J;^ i/^'^^yl/^^^X^js^^^l^^" 

t^7:?^©g:|5gT^5rt>^^©ff^•riiirL. F a s/F a s V K^©atgX(i^#l^^ 
10 ffl. F a s^^fh^^T:^' h-'>X. #{CF a s U;^'> K«cJ;SF a s^:^ 

■thT^^ h-->X^miJX{iPiLS-rS^3(DT:abn(i\ #{cI5S^$tl-r\ F a s U 
L < (iF a s (D^m ^> L < Mt^^PlWf'S F a s U ^'v KM 

L < (iF a s »^m^i1=gS<^fflt-'S F a s 'J Ki F a s 

mwKf^m^mm-^h^o^^ Fa s«rtM^i^n<t;fgsf'^ffl-r'5TOrtia^ 

^tl^F a s T>^=(-^X hi LT(i. Fas/Fas LI^CDfpffl, #{C F a s 
20 <^r^r^^^Td"^ h-->X^»Jt-^Stt^W-r^. F a s trCF a s U 

Klai*. tiiF a strCl^^. F a s 4) L < {iF a s U 7!7-> K©at^E?t> L < (imRN 
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y^d^T^ h<t LT{±. F a s ^-hir^T^^ h - •/J^^^iJ-T'Sf'Pffl^W-r 
F a sl^i»#:s irCF a s^W. X(itn:F a s ii > YlKm^^^ L^^o $ t>{C. 
F a sS-C/F a s 'J ffly F(it h ^®;i)<$f t L< . irCF a s tit^S.?^trLF 

5 a s U 7^7' > Kin;l*:(i^n^'ntn; t h F a s Kf^S-C/tit t h F a s 'J t^/' > Kin:l*:i)< 

i?^ L < . $tF a s ti'y Y^W^t. t h^fhircF a s ti'y Km{*-e^^©;6W 

t h-fhSiF a s 'J;^-> FiJLl^ifi. ^mmt. yU-A^-i7mm< 

fflU-S F a s T >^ n-^nX h (i. llll^Wffi)lri^if1#W0 9 b X i 2 2 9 3 
10 i■•(Cfe*i^$tlT^.^-5>ii^/i:T•v-^r'f^£{C4ol^TF a s ^m«®T'-f^ h - '>X<£- 

Fab. F (ab' ) 2. Fv. XiiHfli LM^F v intact ^ it ^ 

U^J>ti--C-T&'^^itfz-yy'i7'J\^^^^yFv (scFv) ^if^ffl"^^ C (h^^T 

yj y-traboTfcctl^o :Lnii>m.miF a s U^-> KXtiF a s iiii^-^^^Ci 
{CJ:«9. F a s /F a s \) tj y K^®^Wffl. F a s^/^^'ST^^ h- 

1 7 
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^^m-e^m^ti^tfiF a s vy^'y vm.i^xiim.F a strcmt^oDm^. mm 
10 ^ a-i-juifiwt LTfi. i^i^^fesaijs;^ (R I A) . mm^^-m^m 

(E I A, E L I S A) > M^ifiW'/i ( I mm unof luorescence 
Analysis) J: «9ln:J!^.^^^fi L. tfz^ 

I1^tBil^lfl#W0 9 5 / 1 3 2 9 3 ^ltlZt^m^tlXi^^m^fS:T y-t-f mic 

15 ii^tLi^o 

P - 1 5 0 0 2 ) . ^ ^ 9 B^«i^.^f^/!b^^>HP^$ft<c^^L/c 

(§ft#-%-F ERM B P - 5 5 3 5 ) ^N-r y; K-vF 9 1 9 - 9 - 1 8 {c J: 
20 ^m^:^tl^^^7.F 9 19-9-1 8mt*<Ut L\:^mx^^o 

M^ifi^iJ^m 1 (ie^ij#-^ 1 {c c D N A ^IBtic) RL>^'E1 2 2 (C c D N 

1 8 
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wjkm^^wo 9 5 / 1 3 2 9.3 . mmMnmm^p c txj p 9 e / o i 
8 2 0 . m^MVfmi's^mm^wo 9 5/1054 otifizi^m^nr^'^yj-m 

ij - ^ > ^""yS {c =to. ^y^p-^ ;U'7y:fit'PPM5E#fflM^ x y U - — > y 9" c c 
10 {Cj;^TfP^T-^^o 

X^mi^^i^ii. mi'¥ifLmt<. t HF a s U;^-> KX(i^®ifM-©^^. 
Takahashi T. International I mm u n o 1 o 
gy. 1567-1574 1 9 9 4^{cr?fl^$n/-ch hF a s Ut!?"^ 

©F a s y K^>^^°^M^ffi$^L. C©ftMF a s 

1 9 
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ih^-mm^woih^ti. mi^m^izH^ti^^<. ftftL^^-^mmmtLxii. 

W]<^. #{C^'^7;^©^2r^0Oa^©^^D--7M^. mA.l.f. P3-X6 3- 

5 Ag8-ui (P3-V1) m^<»miciMm^ti6o 

iSCMilstein^. Methods Enzymol. 73:3-46, 

19 8 1) mi:imcxno ^t^^-e^^o 

10 u K — 7 © X ^ >j - > i^-S. ^xj- y\tm=st>ti^ o 

2 0 
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^ ■2)0 

20 /j:+y Wi^(D^/^-^'ii^<DWt:}5m. ^fcitiE^^S^^ffl^^Tiii 

$ t>M*Ft L < kt. (reshaped) L/ct hMirC^^^^B^fCffl 

2 1 
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(CDR) htfii^<D.mm^-^^$Rm^m.^Lfzh(D'c$>^o -t^i 
5 ii^^^iji LT{i. mmm^Him'j^mm^wo 9 7/02290 cteisn-^pcT 

yjP96//01 820) {'r?Fl^$nTl^-S-7'^7Xin;#:F 9 19-9-1 8 in:#: 

®CDR^w-r^ e>tL^o -eonj^fi^® 1 M^s 3 (ie^ij#-i- 3 {c 

c D N A 4 - 4 c D N A ^leiij) ic^ L fco 

332:323 (1988) lSi.Zf3- o >y y^m^f'^mW 0 2 3 9 4 0 0 -^^ 
Proc. Natl. Acad. Sci. USA, 86: 
15 1 0 0 2 9 ( 1 9 8 9 ). llll^#f^mil^r?fl^fRWO 9 0 /0 7 8 6 1 2& WO 
92/11018. Co^. Proc. Natl. Acad. Sci. USA, 
88, 2869 (1991). CoS-D^Qu een. Nature. 351 
5 0 1 K. 19 9 1^. fA-^r^lZ^ ^i-b. J. I mmu n o 1 . 148: 
1 1 4 9 ( 1 9 9 2 ) ^{cr?f^$tlTl^-5;5•^^ffll^>5Ci7&^-e^'5)o 
20 ^m^-cmm^tl6 F a s 'P^KthFasV ti> Kcb©i|g^t^<& 

t L< (iF a s V > KJC^^T^: h - i^x^JCp^iJ-^-z, ^jCDT* 

2 2 
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fc{i/:fec):t/lfAc!:l>o/cffiB®^^^WL. Fas ')iSy KicD^^^tt^*! 
nLfz^^. F a s/F a s U7^-> F^®^^fFffl> Fas^^^-ST^^ 
h - ^/X^Pl^-r-S ^)©/!:)<#-^n^o $ ^J-^F a s^##:{-{i^ Fas^ 
XJi^M (truncated form) Fas. ^/ 3 ^ y^<^%. ib 

^^0©F a s(DmUMt^. MKil^I^^iX^ L/c F a s Jal^.. 
SlD^'F a s»^{-fI^<i:itk©MaWcl:©4-^ ^MBW. ^y;i« t h F a s«^i~ 
10 ^li^i t h^3§y p:7"U >®F ciff^©4^^ ^geST*'?) h F a s - F c^;6< 

Wi^n-So FasSi##:ti. ■(5in®MS©^>®-et5m<. ic^^n© f a s ©le^u 

F a s - F c (Dnmt. ®l^#a^l±lJfri^M#WO 9 5/ 1 3 2 9 3 ©^»J43 
^d;i-{CfStfe^nTl^€.o F a sCDN*S^{C^^<£rWt-'E>F a smS{**)0 

15 tL<.«8^3^14 H{^TB2^S^fe!cmo< {frf?m-Ta— SH-^®Xlt 
fi^^^^X^XHS^WISFjTfc^rEL (SK#^P- 15 5 1 4SiI/P- 
15 5 15). $b{c5ji^9^3^ 6 B{-^TII^rE;^^'^HP^^K{-^^ 
-§-FERMBP- 5 8 5 4 F E RMB P - 5 8 5 5 ) -^n-Z^^^-X 

K (pMl 3 0 4 S.(^pMl 3 1 7) (^?«$ffE#-§-{i^tl 

20 ^nCCRC 9 4 0 1 7 1 J; a' C C R C 9 4 0 1 7 0 ) (cn- K^tlTl^ 
-SF a smmW\t. <Ik^(D\i h F a s©N5k5i© 1 ^> 2 9SS^T;©T ^ 

y ^iS^iJ^^^ Liz Fas i!!fflSa^fIJ|!4^^W-r (El 5 ~ 9 ^XlfW^m^ 

2 3 
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■^5(CshFas (nd29) -Fc^ri- K-^<S c DN A©J^Sie^iJ^#t;< 

i:^^- (pM 1 3 0 4 ) ^(D^^i^mm^E^mt. mi 0-1 zisj^u^mm 

■§•6 {3F a sa#^^©— o-^-^,^ s h F a s (nd29) - hinge^=3-K 
■t^cDNA(Di^mnm'^^tS<^^- (pMl 3 17) ^(D^^i^&wm^m 

a s U^-'v Kfcit-rSM^^ttXfiF a s^/h-^^T^: h - v-xcDffll^iJygtt^^W 

*^B^-e{gffl$tL^F a sXtiF a s Ut;?-^ K®sSf^^t /ciimRN Afc^-^ 
10 ST U =!7 ^ U:t^ K«> Fas XUF a s U K©l^^^«lJ 

wo 9 5/ 1 3 2 9 3 {C|fl^[^$tlTl^S F a s ';;^7 > K©T > U 

iism:iit^i:xmmM. m-^M. ^utm. mmm. ^w^smL mmmM. is 

2 4 
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^^m.m^y'Mz.:^^''^^ mmcDtmx^^GOT. GPTm(D±mmmm 

2 5 
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:*:^HJ{cffll^^Fa sT>^=r-=.x h(i. >C.^^B. GVHD. ^jfa^ 
MHJ{cffll><SFa s7>^n-^X hStK^tL^^Wram^iJfi. Fa s^M-^^ 

^{£T Lfzm^izn-t^i^m$tnitn.m(DmMmzm^ GvuDm^^^tti^o g v 

2 6 
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ffFMs wm. mm. /J^si. ±m. mm. mf^. i^jtnsi-c 

ifact^GPT • GOT • LDH^©±#. 0^ • m^M. -k'^^m. MWM^. M 
20 Si^ ±7^Lfz^ikWMmWWlzM'o < ^.^.o^l^ • y^5^^ij t L 

2 7 



wo 98/18487 PCT/JP97/03978 



S o 

R) ^m&mmmmiHm&m cptca) m(DnmM<Di^m. mm.]^tijviy^ 
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1. shFas (nd29)-FcRO'shFas (nd29)- 
5 hinge 

( 1 ) mnu^wcDi'^m^i^^^^^ 

pMi 3 0 4 . pMi 3 1 7. ^xumnmt^mi^Skfmo^ 5/13293© 

mm.m\\z.imo:>pBY-¥ c 1 (t hPa siitM^ilfflBS^I'MJlStit h I gGl 
©F c^Ii^i©^^^ ^MSM (hF a s-F ci^ier^Cli^O^^i.) ©^^y 
10 K) ^{ifflLT. OT^I^-^-e^ff^re^-f^COS- l/pMl 3 0 4 . C 

OS-1/PM13 17. COS-l/pBF-Fc l^^^ML/co "T^ci;^-^. 
^tl^n^y^X ^ KDNAl 00/zg^500//l©l OmMTr i s- 
HCl (pH7. 4) /I mMif-l^>-:^Ti >IZgi^^ (OT. TE^<-y7r- 

t^t) mm^mmLfzo z.n^K. ^n^-no. 2mg/'m i deae-t-'^ 

15 X yfcctU^S 0 mM Tris-HCl (pH7. 4)^^W^^D- 
MEM (B7Xiym) 1 2 5m 1 ^^]!]nL. DN A- D E A E7=-'^X h -5 >M^?S 
^{^^L/co 1 7 0 0 cm^ p-^-;}ih;b >rii^) T-fe i =i >-7;b 

i > h t L /c C 0 S - 1 D N A - D E A E T-'^ X h -5 

^^inL. 3 7'"C{CT±$ffiL. ?f^M^m;^GOS- 1/pMl 3 0 4 . COS- 

20 1 / p M 1 3 1 7 . C O S - 1 / P B F - F c 1 /lo 4 ^mik. D N A 
-DE AEx4-X h5 1 0 v/fi^Sf-lfam {^^7 7- -J 

^7j-!Jiy:J'A4±|^) ^^Wr-SD-MEMigi-tlltC^^L. ^ C 2 4 [^Fb1±$S 

2 9 
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L/Co l^ife^p henol red free D-MEM(FBS, 

C2) shFas (nd29) -F c©*S^ 
5 COS- 1/pMl 3 0 4^m±mi 1 ©ft^it^ (7 0%tSfD) LfcM. 

')ymmm^m^mm (pbs) icwu. PBS{ci^LT:S^/TLfco ?#^>n/c 

^y- ^^'ii-Y') i^<^is-=z> v YVm-, 7. 3ml) ii U\z.T-:f3 ^ 
?§fct}LshFas (nd29) -F c<&lEliRL/Co "7 ^ o 7!7"-tr;U (7 

10 i^:7^;l.r$'-y;M ; ^®^^«3 0 kD) ^ffll^TPg^M<&<f l\ ^HL/Co 
^(DWmL^^. 9%NaC l{C>:^LTigtFrLs W^shFa s (nd29)- 
Fc^#/Co |nia(-LT. hFa s -F c<&^ML/co ^^^p^©^ >^N°i? 

Mati-^/^-lfll^PfrT;!/:/-^ >^^^tlSiLTLowr y iSTSiJ^ L/Co 
^#^n/cft^ s h F a s (nd29) -Fc^. 0. 1 % S D S 

15 5 - 2 0 Vf)\y^m\^^fz^^ VT^ V Jl^T = VfJ\y±'Cmn^m^n 

iHLfzo mm^ntzs hF a s (nd2 9) - F c mmitT-^- 2 mm^m^i- 
^^i^m^ 8 5 k D. M^T-emmmzm^-t^m 4 3 k D(Dm^ 1 :2^©/<> k 
t LT^tii^ntzo 

20 ^#btL/-cmS^s hF a s (n d 2 9) -F c^. ^feO. 0 5%hU7;l-;to 
WfCT^^^bL/cVYDAC C4^^A(4. 6 mm 0 x 2 5 c m. ■t^-I' :7° 

3 0 
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t L. ^f^yU4 7 7A>^o-r-r>'>-^j:->->>i>'i^X7^A-l 2 OAPTHT 

LTT ^ y ^^l5]^L/Co CCDiSm. t h F a s in:M©N*4ST ^ 
y ^ 2 9 L/cN5^i^T ^ y Mie^iJ (ThrCl nAsnLeuGl u 

10 G 1 y L e u H i s H i s A s p) ^WLTl/^'SC i?:>^5tlS$tl/Co 
(3) shFas (nd29) -hing e(Dmm 

^D©:^^ (KohlertMil stein. Nature, 256#. 
4 9 5 H. 1 9 7 5 ^) unmLfz^ JrCF a s^y ^ zj~±JVifiW (4 B 4 

15 -B3) ;f.yL'i;i.--fe;uD7 r-r > (^it^nmnm) tm^L. nm^'iit 

COS-l/pMl 3 1 7 l$g±;^ 1 0 1^. 7^;l/ho>^--tr'y h (:^® 
1 0 k D : -7 v'-y ^ -^iM) -epg^iizi^ L. 1 . 5 1 <h L/Co ^ 
(Dmz^^^mm^lM Tris-HCl (pH9. 0 ) ^^,^n LT p H 8 . 0 
20 {CML. IM NaCl^#tr5 0mM Tris-HCl (pH8. 0){c 
T^i6TO'fbL/ciaF a s^xH^y ^ p - ^ yl^irCi^^gl^'fbT "7 ^ ^ -7^7 
^ Aicry^ L/:io t> -5 ] M N a C 1 5 0 mM T r i s - 

3 1 
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HCl (pH8. 0) 320ml T=^?^^. 1 M N a C 1 ^^tr 0 . 1 M 
glycine-HCl (pH2. 5)-eshFas (nd29) -hinge 
^^fcBLfco shFas (n d 2 9) - h i n g e ^-^t^M^^^-JUL. 

5 M<&^T^'^ -aiiL^Co Z.CDmmj^^O. 9 %N a C l {::*^LT3S|ff ffi 
i^shFas (nd29) -hing e^mzo 

n^^tltzm^s hFas (nd29) -hinge ^> 0. 1 %SDS^^tJ: 
5 - 2 0 % >^ > h I ^/i U T U yUT ^ K^Vb±-emMi!'T<lJj^?T 

2 D-^^feMm • II r^-j cm-^t^mshtim) xm^t. y<> k^^^ ' 

10 iHLfzo ^m^tlfz ShFas (nd29) - hinge (i#il5cT"t:-55-^ 
mm A 3 kDS.LX|^2 7 kD0 2 2^O^<> Ki LT. ilTcTT'^ 2 3 k DS. 
a'2 7kD02:*:©vs->Kci:LT^lli$nfCo 
±IBTf§/cffi^ s h F a s (nd2 9) - h i n g e ^ffll^. faKiPilf-. 

15 ^2 dm&^x^LfzNmMT i ymnm'^^Lxi.^^z.tmm^^^tifzo 

(4) ShFas (nd29) -Fc. shFas (nd29) -hingeS. 
t>'hFas-Fc©T^h--> XfXp^ij^ttOJt^ 

ShFas (nd29) -F cRZ/h F a s - F c;6<l A 1 2mRLKF Lm 

20 <h LTjgil^L/Co 1 A 1 2 ,1ifflia« t > F a s U K^^il-r -Set 9 5:1-7'^ 
XWR 1 9 L«<&BMfe^$-ti:/'c«-^-ab^. t/c. FLml 4«(i-7'i7X 
Fas K^^^f '5J:-9{c^'5'XFDC-P 1 «^?fmi5^$-i±/c« 



wo 98/18487 PCT/JP97/03978 

T^-So WC Smmt^ h F a sialic. W4«{i-7'^XF a stfUM^^m^ 
it^^oiC-^ryxWR 1 9 L«^JF^Mfe^^-ti-/cmTfe-2>o C®WR 1 9 L 

gS-eab-So »l§«?Stt©^|iJ^i±. ;U-tf"i E. (Rouv i e r E. ) m 
5 co:;^i4{Ci:iL:T^T-^/c (J. Exp. Med. , 177 195-200 Ms 

1 9 9 3^) o ^ir\ 1 A 1 2mm.miFLmi 4 mm^ 1 0 %mmtFBs^ 

WR PM I 1 6 4 0 -e;^?f^L> :c ^ ^-m^t Lfzo —^5. I 0 0 fi \ 
(D 1 0 %#MF B S^WRPM 1 1 6 4 0 cfTr. 20//Ci© [51Cr] ^ 

0 A^:^ h 'j >;> A (NENtti^) t^\^ 1 x 1 0 ^ -fliOWC 8;^fflM^/c(i 
10 W4m^ 3 7°C-r- 2^fe^'f h L/Co 1 0 ^^WtF B S^WR PM 

1 1 6 4 0 -ei^?^L/c^^. ctii^(Dmm.^9 -f -J vmrntL-cmmLfz. 

1X10^ #|CD 1 A 1 2|fflMiS(:{i 1X10= -fiOFLm 1 4mi^-y>y hilH 
iSl X 1 0 ^ m.^ -fl'^l^CD s hFas (nd29) -F c]5^t>'hF a s 

-F c tfLm.(D^^ ^ ^--fU- VO^^'O :x.)V^'(:-m^LfZo 

15 M;6^'gtl Q 0 n \ Kt^^Xol^Lfzo 8 0 0 r prnT^^^fel. "T'U- h^7):®;|:^ 
nn'^U'^fz'ik. 3 7°CT-4BtrB^^ >^JL^- h L/Co MC. l, 2 O O rpm 
T 5 5^ra^yU- h®:S;|:^^f'P^^Tl'\ ^-^x^l/ct^JtySS 0 1 <&55-?XLTr :^ 

20 — :S:^Jjjaj*{is ^-'ir'-y hlEflS{::0. 1 %<hni a J: «CT r i t o n X- 
1 0 0^^jD;i^Ci{cJ:<9^^L/Co 

1 A 1 2 mm^^^y -mm tt. w c 8 mm^^ y h mm ^. l tz t 
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L/ci^© s h F a s (nd2 9) - F c S.?>'h F a s - F c 0#M6>]|ffl^ 
mWmU^-l^^itmLfztZ.^^ shFas (nd29) -Fc{i. hFas- 

F c tit^Lx 3-10 i^m^^mmmmmm^^m LTl^/•co 

5 IWlliJC. ShFas (nd29) -hinge {ihFas-Fc tkt^L 
2. Fas T >^ h©;ll>^M-t7=>{cfc(j- 

( 1 ) 'i:-&!kWMm^v'jiy(Di'^m 

3 2 0 -4 5 0 gCDHttWistar^ h (B^^^ U dW) M') l^^-^ 
10 v-r^-ylx (±a:$:mm (^) 6 0 m g /k g ^MJi^F^S:-^ L. mmt 
fzo 3 5°Ci^m^Lfzm^^ CI KED A SCIENTIFIC CO. 

mm s N - 4 8 0 - 7 ) ^mmttzo mz:^mmn^^ 4 mmxm^ l^m^h 
< d iTrig^^&^i^L. ii^»fu<&3 mmn-^fzo ^dKizmM$^m^-ik^t-^fz 

S^) ^ffl 1/^X5 o©-©jt(-55-{:i-. 1%TTC (±g'fb2. 3. 5. hU^x 
20 h-5y U»^A. fn^fel^i^I^ im m ^W^SA±^7K4'-T:- 3 7 °C. 2 0 

fco t/c. UT^>4--:>— tr" (CPK) ?HiJ^ffl{c. mrBm:fe J: 

3 4 
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(2) thFas-Fc (D^^ . 
hhFas-Fc (hFas-Fc) It. mmMntHm'j^mm^W O 9 5 

/ 1 3 2 9 3 commm i tcmmcDzfj-m^vL xmm. l t ©^i^ffl l /co o . i 

Lfzo =3 > h a 0 . 1 % t hjfliytT;l/-7'" i >^W^S:ftit7K^ 

■ ^-^L/Co hF a s -F c 1 mg/k gS-^f¥<&5i?ik ^ > h o -;l/S¥^ 8 i^iji 

^<>x:7VP-Pt'tt. TTcntM^) . mmm (^^ox^vu-i^tt. ttc 
X. mi^m'^m, (SHzi 0. :tv>^<y^it^j:m (1*) w ^^^(dwh^^ 

15 ®^ISI/t V "71- (ImageCo mm and5098. ^'J >^N°X^r^X|| 
20 ^^A. B i-rS i#mi|4®Mfi«= 0 . 5x (A + B) x-KitSfiaTS) 

So 

3 5 
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tfz. ^4^&Mmwi(Dm.mmt^w^(Dmmmmu c^c^^^^^^mm*) ©it 
m (%) '^'bm^iz^ib^^maiim.^coitm (%) tttzo mmi^i. mmm. 

5 (5) mt^^ VT^>^±—^ (CPK) 

Jtolg4^CPKfg{i. CPKt-X h^n-fe^j^O;; ^.y^^^-tf- (cOB 

ASFARA. ^y'y^nm ^fflt^TSiJ^ L/Co 
(6) 

h F a s - F cK:^i¥©jtifEM^{C>[if-r -S^^Milc^irL^ (%) {in > h p- 
10 (S 1 3) o h F a s - F cg:-^S¥©lfll5S4^i> bT^ 

> + ir' (CPK) ffittft{l:3> hp-yH^J:*^ (E] 1 4 ) o 

3. hFas-Fc 

(1) 

7 M^(Dm.^ I C R^r> X (b*j:-Xji;L->- m h F a s - 

15 Fc2. 5mg/k g<&igB 3 BramS^i^{cJ5:-^ Lfco >:M^{c{i^E|:^ig7K^ 
^■^L/co ^k^mhmBt^i^. ^^mjo^WB^-V. ^BWm.^mmL. hFa 
s -F ctS:-^©|$a{cS:{S--ri^#^|51-c/co ^fc. ^-^i^^T^SB {c^iM^^Jfe 
L. igSif5®^agfi^|l^J^?7'mfflSSi^©iaiJ*^^Ti'\ h F a s - F cS^®!^ 

20 ( 2 ) 

iSB 3 sralOhF a s -F c 2. 5 m g/k gOlISSi^S-^(i. 'f*fifeJ:0^fl$ 
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(1) m^^^7.(D-wmmp\ ■ 

?i±-7'i7 LT. igli. 6 iili^. BDFl v'J'X (B2f:5^ -t^ -;L/X U 
^ cm s i>K^i^-» ^ 4 5 0 mg/k g^JS:#L#MmiJ<&^#L/Co 

10 4^-ef>-t?-y h^ffll^TJlCLy-cl^^ «^L. ^#^>tl/-c^HM^O. 0 1 7M 
h U X- 0 . 7 4 7 %^itT ye — ^Am^^i^BM L^^lkW.(D^^mM^ 

L. |lJai©i/^a4-^X^T ^ KS-^l B^t©?ti-7'5X(C 3 X 1 0 ' 

15 (3)hFas-Fc (Dm^mi 

^-^^'i7XS3fefl$SiU >^^°3*^*l©MB/0^^^ hFas-Fcl. 3. 
1 0mg/kg<&2B{ci MM^-bS-^L. ^^Bm^tit 6i^JjW:^m^ 
fzo ncfc. :3 > h o -;l/g¥{C« h F a s - F c ©^IRriJTab 0 . 1 % h h itovt 

20 :§.i¥n = 5 i L/Co rJ > h a -;H¥(Cjtl3^ LT. hFas-Fc 1 0 

mz/]!.z^^m^'^-=^Bm&m±^tm.^^tifz (mi 5) o ^/c. m?^{J> 

3 7 
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5. shFas (nd29) - Fc C UOmm ( C H 0 ( p M 
1304) 72-105-55) Of^^ 

(1) ShFas (nd29) -Fc MM^^i^coffM _ 

^ KpM 1 3 0 4 1 6 ^g^5. 5 ;a 1 © 1 0 mMT r i s - H C I 

5 (pH7. 4:) y^imM^i-u yi^T iymmmmmi^mmLfzo :inihizF - 

12Nutrlent Mixture (Ham) i^M (G I B CO BRLS: 
m ; OT. H amF 1 2 :^iiii<!:ie&-r) ^ 8 0 0 /^ 1 {C/^a J; 9>tjn;t. MmAtL 
fzo L i p o f e c t AM I N Ef^^ (G I B C O B RL^W 9 6/^1 

{cHamF 1 2^iffi^ 8 0 0 1 m^BtLtzo mmAtmm 

10 B^m^L. mi^-V3 O^m^y^-L^-h'lk. UamF I 2^m^G. 4ml 
^in L. DNA-LipofectAMI N Em^m^r^mLfZo mB 
iZ^ 1. 2xi0^^i©CHO D X B 1 1 MJJS^ 1 0 c mO - U 
(3-^ {C^fi;iiA^/c t®<&H a mF 1 2i^m'Cm:mk. DN 

A-LipofectAMI NEM^f^S m 1 ^^iJULtZo 5 %C02 / 

15 9 5 % a i r . 3 7 °CT 7 . 5 B^rsl-T DNA- 

LipofectAMI NEm^m^^m^L. i o %4m^t^ iymi^ikm 

(JRH B I OSC I ENCES^l^) irWHamF 1 2imiz^^L. ^ ih 
iZ 2 4 ^reli^S L/co Wj^^ 1 0 %4mit^ ■>fl^!ftlfayi#WH a m F 1 2 igt-fejc 
3S^L. 2 4 B#ra1^#^ 10=. 10^. 10= 10ml 10 %mMt^ 
20 v-l^i^M^WHamF 1 2^m/ I 0 c mO v -^^ - J: -5 L/co 

^® 2 Bit. 1 0 ^^^mii^/r-^ iy^^'R^km (G I B C O BR L%±m~) ^WM 
inimum Essensial Medium Alpha Medium 
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without ribonucleotides and deoxyri 
bonucleotides (GIBCO BRLtt^;OTs MEMa (-) 

fzozn^^^i^.mmih(D:fjmmmK^.vo\. 5 no.ii iqs? 

1 1 0 8 - 1 1 1 2 H) IcmK shFas (nd29) - Fc 



r V^IN U 1\ 1U-^y 



^u-h (NUNc^:^) Ti'ziyyji^^y hicfs^m^t-^\ mmi}<-mmL 
fz ib. mm^^ 2 . 5 X 1 0 ^ 5 0 0 A. 1 10 %mmtmn^ i-^i^ifam 

^WMEMa i-^ mm/2 ^'K-zrv-Y (NUNC*±i^) ic^^x.Tffi 
15 2t/c{13S^^(c±m^Il]iRL/co ±«'4^®shFas (nd2 9)- 

Fc«^E I A-e?|ij^L. (CHO (pMl 3 0 4 ) 7 2 ) ^il 

^Lfzo 

(2) iti5^iifSJ-<t ShFas (nd29) - F c'm^^W (CHO 
(PM1304) 72-105-55) (Di^^m 
20 MH-^©:^^ Vo 1. 5 No. 1 1 1 9 8 7 ^. 1 1 OS- 

Ill 2M) {Ctife^^^ V h U^-fe- h (MTX) {Cct^iie^li1'i^^T^V sh 
Fas (nd 2 9) - F c i^^^^^i^^ f^j:^-^. CHO (pMl 3 0 
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4 ) 7 10'. 10^. 10^ ®/ 10ml 10 %##'fb;gt/r'^ i^m 
i^ifa?t#WM E M a (-) lgite/1 0 c mO -> -^^ - J: MS 
5nM MTXCLederl e^ii^) ^^t^ 1 0 X^mitMrn^y i^mi^Skm^ 

5 «{C5nM MTX^^irl 0 %M'fl:^lf'^i^fl^M;^^WMEMa (-) :^ 
i-te-e±Sife3S^-t- ^ts m2Mrmc:^J:iO 5 nM M T X :3 u --7f}< 
mf^^tlfzo JS^P^. CHO(pM1 304) 7 2 iiiB!S|5?t# i l5];tio^;^-e. 

5 nM MTXlftt^s hFas (nd29) — F ci^M3^|fflia (CHO (pM 

1 3 0 4 ) 7 2 - 1 0 5 ) ^mzo mmcDm'f^m^M-tc i-^. 

10 5 0 nM MTXiftt^^shFas ( n d 2 9 ) — F c i^^a^ijifflM ( C H O 
(pMl304) 72-105-55) ^ntzo 

^WiJ6. CHOm^ffll^/cs hF a s (n d 2 9 ) - F c ctt/-^ 
(1) shFas (nd29) - F c ^£^C H O«0^ft 

15 mmm 5 T-its^ l/c cho (pmi 304) 72-105-55 ^±§ftM 

^6 000cm' CD-fe^Uyr^hU- (Nunc t±m) l^^mM^mt LT 
5 0nM MTX^WIBL M e d i a 1 ( (W) ^&^<^m^pJrm:} ^ 
ffll^ 2. 3 X 1 0^ #I//cm= i'^d:^ci;9*l^iAc?^-. 5%C02 / Q 5% 
a i r T. 3 7 "CT 6 B fallgS L /Co ^ > :7 > h {c o /c © 
20 ±Si-lil<&IBL Me d i a I Tj^M^-r 'j >ch >X7x 'J >^|^Ufci$i-tji 

(^^^ife) {C3S^ Lfco 5%C02 / 9 5%a i r #^T. 3 7 "CT 4 BPallg 

4 0 
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(2) CH0tt^«±y*3&-t>® s hFas (nd29) -F c ©^tHi 

^>'■5:7^-^ffll^Ts hP a s (n d 2 9) -F c^ffii^L/Co 

5 ^»']7. shFas (n d 2 9 ) - F c ©Stti^^ 

shFas (nd29) - F c ©Stt^P^ ^ /"c ^6 6 ili^. 

BDF 1 (B2^f-i'->'UX (1*) iS) J:: s h F a s (n d 2 9) - 

Fc^lO. 3 0 mg/k g®fflS-C2 H{::1 HI. 1 2 B TbI. It 7 Ie1M#M*^ 
K:-^Ls ^©I^W^Ii-^/co WM^t:^ y h p-/i/1+. shFas (nd29)- 

10 F c 1 Omg/k gS-^^. ShFas (n d 2 9 ) - F c 3 0 m g/k gtS:# 

3 0 mg/k gi-r^/cJ^JC. uy hP->'^^{-{i3 Omg/k gOt hJfilMT 
;l/:7-= shFas (n d 2 9) -F c 1 0 mg/k gS-^i^J-ti s h F a 

s (nd29) -Fcl Omg/k git hlfar*T;U:7" ^ >2 0 mg/k g^. 
15 shFas (nd29)-Fc30mg/k gfS-^S¥iC{i shFas (n d 
2 9) -F c 3 Omg/k g^S-^L/Co ^Hm^Bt^^^ 2 Stc 1 [e1. WmM 

^ML. GOTs GPT. ^ UT^->^a'JSL/co t/c. m.M^T\k. 

^mz.^^^^m^ (M^ ™. BM. (omY.^m^ 

20 /lo MI^®S'J^tiS y s m e xtiiOSfiJlfEi^iiiJ^^SK- 2 0 0 0 ^ffl^,^ 
T^To/Co GOT. GPT. 4octa'^ UT^->U^- hT:^^^if-COBA 
S F A R A ( P v ^ *±$li) ^ffl I. ^Tid^ L /Co 

4 1 
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€c7)M^. 10.3 Omg/k g©shFas (nd29) -Fc^2 Bid 
1 2BFh1. ft7IIl^'j7X{CjS:-^LTii#:filiJn. M (GOT. G 

PT) . TO (^U'T5^^» . ^(Di^^wmm cmm^m^) ^(D^mmm 

(1) shFas (nd29) - Fc © xjffl^S^IHSiH^ffl 
C5 7BL/6Cr S 1 c ;^ (Ji. 9ili^. B^^X:r.jVi^-J^^^^± 

10 m 1 ©zij^(::4'^cfc9{c^li:ftlg7R{-^ML/cyn >^<^ AT 

( P . a c n e s s ) Sn^^B ( U \i ^ A y ^ i t> jU n - yfi u ~ iy 3 >n 
Wm^m^m^-ihO. 2mia:^L/Co SB^fc, HM^J 1 Tl^^Lfc 
s hFa s (n d 2 9) -F c<£-fR-|RfS (0. 1 % t hililMT^uy ^ >#W^S 
:t±t7X) -tr#f?L. 0. 3mg/8ml/kgs 1 m g/ 8 m 1 /k gOfflMT- 

15 MM;6^^^S:^L/■Co L/co 5^:^{c 5 fi g/m 1 

0 . 2ml {CS:^ L /Co U ^> U if 7!7 5 ^ KiS-^ 8.24 BtfamfcM 

?S8. 3 // 1 tm^'ik. 3 0 0 0 015. 1 O^f^M'L^LfZo ML-'ik. n^tlfz^k 

20 m^^^^mm-TsiMmk. ^m^t-n-^-a-^z Q^nimLtzo got. gpt 

©S'J^(iG0T-FA7^x hyn- mit^mJLmW^^%±md . GPT-FA 

4 2 
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3/NX:7r^) ^ffll^TSiJ^Lfco shFas (nd29) - 

F c 1 mg/'8m 1/k gfS-^i¥C*Jl^TG O T*J=t C/G P T©M«*fft?,il® 

(2) ShFas (nd29) -hinge ©•^'^ XffPI^#ifp$iJfFffl 
5 C57BL/6Cr Slc-^-^xCii. 9iSi$. B*J^Xi;U->-1*j»:^y: 

in SEE. zm^^^'^tmtL-z. iMtnm^u^fz. 

iis^m^ ShFas (n d 2 9) -h i n g ei§:-^g¥©G0T4oi:U^'GPTcD{ii(i 

9 . h h F a s U 7^ y K!n:i$®ffFP*W^ x/u-^ ^7 Xidfcij ^5?^^ 
10 ( 1) fffI^W^x;W-7'>X£DfFM 

^14. 5ili^> BALB/c-e-i^x (B^iXi;l-i^- (^) M) ^ffl 
l^/co inl^'^ X{C 5 . Omg/ml®P. a c n e s jDflJ^^M ( R I B I 
IMMUNOCHEM RESEARCH, I N C. ) ^W^S:ft±S7K^S#M 
;&M^0. 2mlS-^L. 1 0 Sltf- t h F a s U > F«miJ|i<& 0 . l%t 
15 hifay*T;i/7'^ y^W;tS:ftJ^7Ki? 5 o u s/m l {cl&lRL. o. 2 

m 1 is-^-r-s d tr-^mm^e^'ji^-^'y T.^i'^mtfzo t h f a s u k 

lfflSa^ifIi^(i> t°^T (Pichia pastoris) ^#ffl-7°^ X ^ 
FpPIC9 (Invitroge n1±^) fc. t h F a s U ^"^ hlfflflS^i^il? 
p-^;z,DNA^*I<^iAA./i"Bll^°^X ^ K-e. f + TSf^G S 1 1 5 
20 ( I n V i t r o g e n^±m) ^ff^MI^^L. ^>n/cff^®fi^^*®i^«±7* 
7&M^. 8 0%mum^mfr. hFa s-Fci|$^37°07^^>A--tr;Up:7r-r> 
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mmmzjii^mtz M.^. Nature Medicine. 2 

3 1 7 - 3 2 2 H. 1 9 9 6 ^) o ttz^ mmMnmi'Skmrn^wo 9 5/1 3 

5 ttji!i©^it#-§-F E RM B P - 5 5 3 5 y; F 9 1 9 - 

9-18 izJ:'om^^tl6^'^ y^trih h F a s U if > K^y ^ x:]—i-jUifii^ 
F 9 1 9 - 9 - 1 8 Lfzo iat h F a s U K^V ^ n-^yUiti^ 

F 9 1 9 - 9 - 1 8 f^^micii^ t h F a s U KM^f^Ifllca-^© 5 
F9 19-9-1 8^0. 4 mg/k g^^l/^fi 1 . 2 m g/k gM^M^^^^S: 
10 -^L/Co =1 > hD-;l/S|(c(i. iitt h F a s U:^-"> K!n:#:©#f^?gT-ab^ 0. 1 

Lfz:^K ifih hF a s Vti'y Kin;#: 0 . 4 m g / k g S-^ll® 2 4 B#ra1^^®;il^ 
^{i 2 0 in: t h F a s U Kln:^*: 1 . 2 m g/k g?S:-^lf© 2 4 ffi^ral^^© 
15 1 0 0 o /c (Si 6 ) o 

nmmi 0. tn:^'^7XF a s i^'tn.itoi'^m^xif^m. mm 

( 1 ) ^^^XF a s ;^;-> Ktn;#:®fF^ 

of?§M-7':7XF a s KWX 2 (J. Immunology. 1 5 7 

3918-3924 1996^) ^^(D-^^y XF a s U 7b'> KilHBWfl^ci; 

20 ■7':7xcD4 0 'j^-^ K(D»rtfi^. mnm^Mi^^jimmmmco-'^ cn 

5fei^^M^ 7 8 7 ^ y^) <&M4^L/c4=-y -^SSM^^i- F-r-SitfE^^t h^o 
yf-iymyyT^^- (EF) yn^-^cDT^JcW^^r^ X ^ F^f^^L 

4 4 
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fz a X>-^-i-tf^ (Mizushima-Nagata). Nucleic 
Acids Research. 18^. 5322 1990 ^) o ±t^-^ 
^7.i K<^WR 1 9 LM{C h^y^y y-'!^ h L. «Si±{^-7'^7XF a s U t^" 

-^L/c 1 X 1 0 ' {HOW 4 0 L F L<&T;^y-T/^AX^-©J^TC^S■^ 
L. 1 ^^'ikl'PB Sizmmttz 2X10' m<DW 4 O L F L^^TtcJ^-^ 
L/co ^ '^{^ 1 ^R'ik. PBSizmmLfz5 XI 0' {@©W4 0 LFh^y y h 

10 3 -X 6 3 -Ag8-Ul (P3-U1) i»m^LfCo H A Tl^ife ( t ;f^^ 

'5^tt^Wt-a^^-^':7•'>J K--7F L I M4 (#4-2).FLIM23 (#23 
-2)s FLIM58 (#58-11) ^mzo 
15 (2)FLIM58(#58-11) CO^m.^XXjmn 

/^-r yj # 5 8 - 1 1 ^Mltoyti^illlH ybridoma-SFM 

(GIBCOBRLa:) {CT±$ftL. ^©±$S±m<^:^n >- A 7^ 5 A 
(PROSEP-As Bioprocessing^i) Tfti^ L. ^Wi^W 
FL I M5 8 (#58-11) ^^f/co ^fixSJ^ti 2 8 0 n m©PS7tJ^ct «9 ^ttJ 
20 Lfzo 
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1 1 . -y h F a s U if> Kf-j^fSit-^'i'xF a s U 757' 

> Kin:#:# 5 8-11 ©^'fn^gtt 

iiv':?^? a s vtfiW# 5 8-11 (D^^ursmtmrnm^fiawj^r^^^ 
wo 9 5/ 1 3 2 9 3 (Dmmmi^mm^tiT\.^6yjmtmmic. c romm^^ 

(1) i:7 i ^^-|fflJig®PM 

Mtt. Til^s ICRt'^X (B*^i'-;UX >;/<-) :teJ;D^\ 1 lit 

^xWistar5>yh (B^^ -f 'j /<-) ©fl^lfflSS^^MfiJ 4 O^iS i 
l«ia{CsiS^L/Co f#t>tlfcW»<&2 X 1 0 « mXm 1 ©^igic|^$^L. 4 0 U 
10 /m 1 ia^;i^h hIL-2 (BoehringerMannhei mtt) *5ct 
IJ^" 1 0 %^mit FBS (JRHBiosciencesth) R P M I 
1 6 4 Oigi-iij (G I BCOBRLy:) {CT. 5 ^j^^t^'X^^^ET 3 7 "C-^:— Bfe:^ 
mttzo 1 0 0 nMn >757:;^-v^ i/>A (^07^*4^X11) ^mimL. 1 mmi^m 
1 0 n g/m 1 PMA (S I GMAtt) •:teJ;a'5 0 0 n g/m 1 -T^y-T-f 
15 •>> (CALB I OCHEMIi) ^^;[jpL. $ t>{c 2 ^Peligft L/Co «^Ih1iR 
L. 1 0%#i&'fbFBS^WRPMI 1 6 4 0±$ife{cT^i%^^. 2. 5X10' 
1 tfli>Ji'? 1 0 %i^mit FBS ^WR P M I 1 6 4 0 ±§J{fe{C}i^/^ L 

/Co 

(2) ^-y.y.h«©iii^ 

20 ^-y>y h«Op^OT^#I^tiiiI^MS-§-W0 9 5/ 1 3 2 9 3 {CfSgj^ 
%5i«W4»^ffll\ 1 0 " #1©W4»^2 0 //C i ®^'C r- i^^pAgg 
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±hVOM. (NENm ^^tTRPM 1 1 6 4 0 I ^T 3 7V'e5%mm 

■/fx^^T-T: 2 mmmm c rmmttzo 

(3) m^^XF a s U7y> Kin:^# 5 8-11 ©^"i/ X*Jct O'^ <y K F a s U 

5 ±^®^'tt>fb-7't7x^^i>«^ >y hmffljjs 1x10' -fijcs/^ (Dmmcotfi 

a s V tfy h'in.W# 5 8-11 ^^tuL. 5 %j^^7^7'X??:&TT- 
3 7°Cs 3 O^rB^l^SL/Co mc±m(D''C r-eMfiL7tW4m^ 1 X 1 0* 
fi<^^SPL. 8 0 0 rpm. 2^momjL^'^. 5 XmHk:^' X^^T 3 1 ^CC 4 ^ 

rmmmLfzo 1 2 0 0 r i;im-^'5^rsm>ii-Lxnihnti±m^(D'' c rm=^m\^ 

10 L. ta-T-j^XF a s V:ff> 5 8-11 (D^m^m^tzo tfz^ ±^<Dm . 

^X-^^Zt^m^^^^fzi^i^. in:vt7XF a s 'JtTy 5 8-1 1 illj 

UcDzffmi^xmmMmhm^^p cry J p 9 i/q i 5 0 2^z.mm^nx\^^ 

Fas ^2i^|: shFas (nd29) -Fc ^^;t]P L. T <y -f ® il'tt n > 
15 h D-;u<h LTffll^fCo #t>n/cJSII(iBI^#i^dbi^l^lf1S-^W0 9 5/1 3 2 

L/Co ^©^m. Utt^i > h D-;l/ch LTffll^/c shFas (nd29) -Fc 

>y vnmm^^uw^nmm^^ 0 . 3 // g/m 1 — 3 

20 (iF a s L{&#6^{::ilfflW»tt<&*t-Cc!:J&<ra$n/Co t5t-7'j7;^F a s 

')iSy 58-ll4>shFas(nd29)-Fc il^itllfc. 

cta'^ -y h^yS'l^-fbrnfflSSCDm^PtSStt^ 0 . 0 3// g/m 1 - 0 . 3 ;U g / 
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m 1 orB^-vrnm^^d^izmiLfzo -tUio^. tfi-^^y^F a s U ti' > h^mt 
#58-1 1 (i-7r>x4o^O'5 hF a s K^PMLfCo 
^»|J 1 2. ifi^ry^p a s »; Kin:^# 5 8-11 (Dmi±U^ 

5 Mtt. 8M. DBA/1 J-7'i7X*5j:?/C3H/He-=<"i7X (H2^5^ + -;U 
;^ ^ffll^^fco tfi-^^XF a s U?y> Fin;#:# 58-1 1^1 OOmg/ 

10 Ita^. fiifQit. lfE/J« . Mm^it^^^m (GOT. GPT. ^^M^) . m 

(2) 

ia-v^XF a s ^•'> KirL#:# 5 8-11 g:^i|c7)g:-^^®#:Mli;t/n. «^ 

^^m$. (.mMm. ifE/j« . ikm^^t^mkmu (got. opt. 

FJTm{C*>l^T^>ii^^'i7XF a s Vti^y Kta#:# 5 8-11 iS:#S|{cM^{ilS^ 0, 

1 3 . trC-T'^XF a s U 7^7- V K^n:#:©yl:^Ji:I^IlS^o?tP*S{C*tt-a3^^ 
(1) >5r;* 

20 Mmm2 tmmcDyjm-^-^ -y h't^mmwrnm^e^'ju^i^mLfzo m.-^^^ 

F & sVti'y Ktrcl*# 5 8-11^0. i%h hMmrjvy' i y^m^m-ki^yk 

4 8 
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(Cappe lit) ^lmg/5ml/k g ©fflMTJS-^ L /Co # 5 8 
- 1 1 tS-^H 3 ^ij. =1 > h n 3 Mi L/Co 2 i|5l#©:^;^-e^t?]n- 

5 (CPK) m^^m^Lfzo 

(2) mm 

^■^^XF a s FirL#:# 5 8-11 ik^m(D^MIi$ii:^Mi- ^MmMM 

(Ditm C%) (i^ > hn-;l/i¥ct«9 fc{£;6^o/c (KI 1 7 ) o ^fz. irCvi'XFa 
s U 7:7-> K$t#:# 5 8-11 f^-^ff^M^^^ C P Kimt^y h u -/ui? j; (9 lilS; 
10 ^^-otz (El 1 8) o 

mt^m 14. -7 17 X G V H D ^-rOl/fc^oJ:)- -Biitv X F a s U t^"' > KirC^*:©^ 

(1) ^jE^'i'XcD'tfliqiM 

15 (1*) ) ^m\<^tZo Ti^^'t'XCflgfl^rtJ-S 5 0 mg/k g® •> i> o :7 r ^ 
K (i^S^^M^ (=1*) . i>K+•t^» ^S^L#MWJ^I^*L/Co 

(2) #tj^-7'j7xS*mU >/^°i$©MfeJ:a^"?ti•7•i'X-\©^1fi 
^.^^H7X<h LTiitt. 7~8]ili$. BIO. D2-7'i7X (B^x.xai;U->- 

20 -fe-y h^ffll>T{5 <•• L/ctt. :@'DL. ?f "itL/cilHlflS^^ 0 . 0 1 TMhUX- 
0. 7 4 7 %i^^l:T>*-'t' A^^^^JfCS^^/^Ls^FM^-^^.^&^i^lftl^-tt/Co ^^-ofz 
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(3) ifi-rryxF a s Vtf> Kia^# 5 8-11 (D^m^m 

^^■^^y ^^^Mu >^m^m(D 3 o^mic^ i omg/i omi^/kg© 

5 ijtvi/XF a s U;^7'> KirCl** 5 8-11 * ^ l^(iiE^^^ ^ -ifil^iS^fe^ilJ 

I gG (c a p p e 1 ^±) ^m^mf}-^B:^L. ^nm^m^tzo nc^. ±ieta 

#:©f-t^^(ctit^*?^|R?^-eab«z,^S:ftJ^7K (i^mmm) 1 Oml/kg^, 

10 *J{j-§^#$(i, GVHDI^tt^e 3%. inl-^-^XFas U7:7'>KirL#:#5 8- 
1 liS:-^f¥6 3%. ho-^UtrL{:^iS:^if 3 8%T-*-d/Co ^ > h o -yl^^jt^: 
^^mcD^^mtCDitmt^^. ia^-^^xF a s 'J:^-> Kin:#:# 5 8-11 fe^lf 
i^GYHDlZiSif6^-:^m^mm^7f}<mibihnfz (Ell 9) o 
mmmi 5. St-^'^XF a s •;7!7-> Kia#:OM^m«»fE^7^yl/{cfc(:h-Sf;*^ 
15 ( 1 ) W&MWMM'ey'jV(Di'fm 

wm^mihLtz^^.. ^mwMmm^^ u-y:^ (vascular clip 

AS- K tS^DBfitxm) ^ffll^TigirU. itlfam^i Lfzo 3 O^t^^ U -y 

20 -f^ii-TLMm^nmrnLfzo iiRmnmm.<D2 4mrBm^ mn^iK^m<k^m 

•f^^i^CRE5 5s (Mn^-r^^ -y ^X) J^^^^cDjgiJ^ti^^^^ B 7^ 
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7. v^-=i- m^mmum (m ) ^m^^^x^- vt±3-(-^- (cobasf 

ARA. a-y>aL) J; «9 S'J^ LfCo 
(2) trCV'i'XF a s ')iiy YliiWn 5 8-11 ©iS:# 
^-?^y^¥ a s ^)iSy Y^W# 58-1 1<&0. 1%BSA(SI GMA) ^ 
5 Wr4.SA1^7X{CT?&fi;Ls 0. 3 mg/ 1 0 m 1 /k g*>'l)l>(i 3 mg/ 
1 0 m 1 g©ffl«-Tr:fe#l^fi#M^lfaitHUfccfcLN'WS»1tit^{- 
/Co =1 > h n 0 . 1 % B S A^W^SA±i7K<&JS:-^ L/co -(^^#7 

ilii^mi^tti L/cm. j*lfil^SI<h-ti:^'{c 0 . 1 % B S K^m^m^i^JK^^^- L 
/Co ^SlS^Woch L/Co 
10 ( 3) 

in:-7':;;^F a s > F$t^*# 5 8-11 3mg/k g jS:-^S¥®M^i> UT^ 
^^;i><|ga6bn/c (1212 0fe=ta'2 1) o m±©^m{i. ^^H^B^^Rm^-P;? • 

15 /c. :2^^B^©^B^K- '^mn^t. i=n.^#tt^^$-r\ {i>ni:< i a s 

Fas {Ccfc-B v^^'i-^UO^^iXJi^EiS^&iiiTL. F a s / F a s U 7^7" > Kl^®^ 

20 tm^ir^^^co'i^m^^m'^hx^ho 
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I£FiJ#-f- : 1 
i5^lj®:i:$ : 3 8 1 

5 mmom. ■. 

@e^iJ®MSI : c DNA to mRNA 

nm : 

ATGATGTCCT CTGCTCAGTT CCTTGGTCTC CTGTTGCTCT GTTTTCAAGG TACCAGATGT 60 
GATATCCAGA TGACACAGAC TAGATCCTCC CTGTCTGCCT CTCTGGGAGA CAGAGTCACC 120 
10 ATCAGnGCA GGGCCAGTCA GGACATTAGC AATTATTTAA ACTGGTATCA GCAGAAACCA 180 
GATGGAACTG TTAAACTCCT GATCTACTAC ACATCAAGAT TACACTGAGG AGTCCCATCA 240 
AGGTTCAGTG GCAGTGGGTC TGGGACAAAT TATTCTCTCA CCATTAGCAA CCTGGAACAA 300 
GGAGATATTG CCACTTACTT TTGCCAACAG GGTAGTACGC TTCCGTGGAC GTTCGGTGGA 360 
GGCACCAAGC TGGAAATCAA A 381 

15 

@S^iJ#-t : 2 

: 4 0 8 

@e^ij®ffi^ : c D N A to mRNA 

20 se^ij : 

ATGGATTGGG TGTGGACCTT GCTATTCCTG ATAGCAGCTG CCCAAAGTGC CCAAGCACAG 60 
ATCCAGTTGG TGGAGTCTGG ACCTGAGCTG AAGAAGCCTG GAGAGACAGT CAAGATCTCC 120 
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TGCAAGGCTT CTGGGTATAC GTTCACAGAA TATCCAATGC ACTGGGTGAA GCAGGCTCCA 180 
GGAAAGGGTT TCAAGTGGAT GGGCATGATA TACACCGACA CTGGAGAGCC ATCATATGCT 240 
GAAGAGTTCA AGGGGCGGTT TGCCTTCTCT TTGGAGACCT CTGCCAGCAC TGCCTATTTG 300 
CAGATCAACT TCCTCAAAAA TGAGGACACG GCTACATATT TCTGTGTAAG ATTTTACTGG 360 
5 GATTACTTTG ACTACTGGGG CCAAGGCACC ACTCTCACAG TCTCCTCA 408 

@e^iJ#-f- : 3 
le^iJO^^ : 3 8 1 

10 nmomm-. cDN A to hirna 

ATGGAGACCG ATACCCTCCT GCTATGGGTC CTCCTGCTAT GGGTCCCAGG ATCAACCGGA 60 

GATATTCAGA TGACCCAGAG TCCGTCGACC CTCTCTGCTA GCGTCGGGGA TAGGGTCACC 120 

ATAACTTGCA GGGCAAGTCA GGACATTTCG AATTATTTAA ACTGGTATCA GCAGAAGCCA 180 

15 GGCAAAGCTC CCAAGCTTCT AATTTATTAC ACATCAAGAT TACACTCAGG GGTACCTTCA 240 

CGCTTCAGTG GCAGTGGATC TGGGACCAAT TATACCCTCA CAATCTCGAG TCTGCAGCCA 300 

GATGATTTCG CCACTTATTT TTGCCAACAG GGTAGTACGC TTCCGTGGAC GTTCGGTCAG 360 

GGGACCAAGG TGGAGGTCAA A 38i 



20 le^iJH-^-: 4 

@e^lJ®S$ : 4 0 8 
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le^iJOSm : c DNA to mRNA 

ATGGATTGGG TGTGGACCTT GCTATTCCTG ATAGCTGCAG CCCAAAGTGC CCAAGCAGAG 60 

GTCCAGTTGG TGCAGTCTGG AGCTGAGGTG AAGAAGCCTG GAAGCTCAGT CAAGGTGTCC 120 

5 TGCAAAGCTT CTGGGTATAC CTTCACAGAA TATCCAATGC ACTGGGTGAG ACAGGCTCCA 180 

GGACAGGGTT TCAAGTGGAT GGGCATGATA TACACCGACA CTGGAGAGCC ATCATATGCT 240 

GAAGAGTTCA AGGGACGGTT TACATTCACT TTGGACACCT CTACCAACAC TGCCTATATG 300 

GAGCTCAGCT CTCTCAGGTC TGAGGACACG GCTGTCTATT ACTGTGTAAG ATTTTACTGG 360 

GATTACmG ACTACTGGGG TCAAGGTACC CTGGTCACAG TCTCCTCA 408 

10 

1S^IJ#-^ : 5 
nm(DS:^ : 1 1 8 2 

le^ij^aH : c D N A to mRNA 
15 Se^iJ : 

TTTTCTTCCA THCAGGIGT CGTGAGGAAT TGACCATGCT GGGCATCTGG ACCCTCCTAC 60 

CTCTGCnCT GACTAGTGTC GCTACTCAGA ACTTGGAAGG CCTGCATCAT GATGGCCAAT 120 

TCTGCCATAA GCCCTGTCCT CCAGGTGAAA GGAAAGCTAG GGACTGCACA GTCAATGGGG 180 

ATGAACCAGA CTGCGTGCCC TGCCAAGAAG GGAAGGAGTA CACAGACAAA GCCCATTTTT 240 

20 CTTCCAAATG CAGAAGATGT AGATTGTGTG ATGAAGGACA TGGCTTAGAA GTGGAAATAA 300 

ACTGCACCCG GACCCAGAAT ACCAAGTGCA GATGTAAACC AAACTTTTTT TGTAACTCTA 360 

CTGTATGTGA ACACTGTGAC CCTTGCACCA AATGTGAACA TGGAATCATC AAGGAATGCA 420 

5 5 
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CACTCACCAG CAACACCAAG TCCAAAGAGG AAGGATCCAG ATCTAACGAG CCCAAATCTT 480 
GTGACAAAAC TCACACATGC CCACCGTGCC CAGCACCTGA ACTCCTGGGG GGACCGTCAG 540 
TCTTCCTCTT CCCCCCAAAA CCCAAGGACA CCCTCATGAT CTCCCGGACC CCTGAGGTCA 600 
CATGCGTGGT GGTGGACGTG AGCCACGAAG ACCCTGAGGT CAAGTTCAAC TGGTACGTGG 660 
5 ACGGCGTGGA GGTGCATAAT GCCAAGACAA AGCCGCGGGA GGAGCAGTAC AACAGCACGT 720 
ACCGTGTGGT CAGCGTCCTC ACCGTCCTGC ACCAGGACTG GCTGAATGGC AAGGAGTACA 780 
AGTGCAAGGT CTCCAACAAA GCCCTCCCAG CCCCCATCGA GAAAACCATC TCCAAAGCCA 840 
AAGGGCAGCC CCGAGAACCA CAGGTGTACA CCCTGCCCCC ATCCCGGGAT GAGCTGACCA 900 
AGAACCAGGT CAGCCTGAGC TGCCTGGTCA AAGGCTTCTA TCCCAGCGAC ATCGCCGTGG 960 
10 AGTGGGAGAG CAATGGGCAG CCGGAGAACA ACTACAAGAC CACGCCTCCC GTGCTGGACT 1020 
CCGACGGCTC CTTCTTCCTC TACAGCAAGC TCACCGTGGA CAAGAGCAGG TGGCAGCAGG 1080 
GGAACGTCTT CTCATGCTCC GTGATGCATG AGGCTCTGCA CAACCACTAG ACGCAGAAGA 1140 
GCCTCTCCCT GTCTCCGGGT AAATGATAGG GTACCTTCTG AG 1182 

15 IB^iJS-^: 6 

WmcDM:^ : 5 3 1 

im(Dmm: cDN A to mRNA 

nm : 

20 TTTTCnCCA TTTCAGGTGT CGTGAGGAAT TCACCATGCT GGGCATCTGG ACCCTCCTAC 60 

CTCTGGTTCT GACTAGTGTC GCTACTCAGA ACTTGGAAGG CCTGCATCAT GATGGCCAAT 120 

TCTGCCATAA GCCCTGTCCT CCAGGTGAAA GGAAAGCTAG GGACTGCACA GTCAATGGGG 180 
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ATGAACCAGA CTGCGTGCCC TGCCAAGAAG GGAAGGAGTA CACAGACAAA GCCCATTTTT 240 

CTTCCAAATG CAGAAGATGT AGATTGTGTG ATGAAGGACA TGGCTTAGAA GTGGAAATAA 300 

ACTGCACCCG GACCCAGAAT ACCAAGTGCA GATGTAAACC AAACTTTTTT TGTAACTCTA 360 

CTGTATGTGA ACACTGTGAC CCnGCACCA AATGTGAACA TGGAATCATC AAGGAATGCA 420 

5 CACTCACCAG CAACACCAAG TGCAAAGAGG AAGGATCCAG ATCTAACGAG CCCAAATCTT 480 

GTGACAAAAC TCACACATGC CCACCGTGCC CATAGTGAGG TACCTTCTGA G 531 
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FIG. 1 
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FIG. 3 
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K I G . 5 

t t t t ctt ccattt caggt gt cgt gaggaattcacc 

50 



ATG CTG GGC ATC TGG ACC CTC CTA GOT CTG 
Met Leu Gly lie Trp Thr Leu Leu Pro Leu 

hFas antigen signal peptide 

ACT GAG AAC TTG 



GTT CTG ACT ACT GTC GCT 
Val Leu Thr Ser Val Ala 



-1 



100 



Thr Gin Asn Leu 
1 

^hPas (nd29) 



GAA GGC CTG CAT CAT GAT ' GGC CAA TTG TGG 
Glu Gly Leu His His Asp Gly Gin Phe Cys 



150 

CAT AAG CCC TGT GCT CCA GGT GAA AGG AAA 
His Lys Pro Cys Pro Pro Gly Glu Arg Lys 



GCT AGG 
Ala Arg 

CCA GAG 
Pro Asp 



GAG TGG 
Asp Cys 

TGC GTG 
Cys Val 



ACA GTC 
Thr Val 

200 

CCC TGC 
Pro Cys 



AAT GGG 
Asn Gly 

CAA GAA 
Gin Glu 



GAT GAA 
Asp Glu 

GGG AAG 
Gly Lys 



GAG TAG 
Glu Tyr 

250 
AAA TGC 

Lys Cys 



ACA GAG 
Thr Asp 

AGA AGA 
Arg Arg 



AAA GGC 
Lys Ala 
50 

TGT AGA 
Cys Arg 

5/21 



CAT TTT 
His Phe 

TTG TGT 
Leu Cys 



TGT TGC 

Ser Ser 

GAT GAA 

Asp Glu 
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FIG. 6 

300 

GGA CAT GGC TTA GAA GTG GAA ATA AAC TGC 
Gly His Gly Leu Glu Val Glu lie Asn Cys 

ACC CGG ACC CAG AAT ACC AAG TGC AGA TGT 
Thr Arg Thr Gin Asn Thr Lys Cys Arg Cys 

350 

AAA CCA AAC TTT TTT TGT AAC TCT ACT GTA 
Lys Pro Asn Phe Phe Cys Asn Ser Thr Val 

TGT GAA CAC TGT GAC CCT TGC ACC AAA TGT 
Cys Glu His Cys Asp Pro Cys Thr Lys Cys 

100 

400 

GAA CAT GGA ATC ATC AAG GAA TGC ACA CTC 
Glu His Gly He He Lys Glu Cys Thr Leu 

450 

ACC AGC AAC ACC AAG TGC AAA GAG GAA GGA 
Thr Ser Asn Thr Lys Cys Lys Glu Glu Gly 



TCC AGA TCT AAC GAG CCC AAA TCT TGT GAC 
Ser Arg Ser Asn Glu Pro Lys Ser Cys Asp 



^hlgGl Fc 

500 

AAA ACT CAC ACA TGC CCA CCG TGC CCA GCA 
Lys Thr His Thr Cys Pro Pro Cys Pro Ala 
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FIG 

CCT GAA CTC CTG GGG 
Pro Glu Leu Leu Gly 

550 

CTC TTC CCC CCA AAA 
Leu Phe Pro Pro Lys 

ATG ATC TCC CGG ACC 
Met lie Ser Arg Thr 

GTG GTG GTG GAC GTG 
Val Val Val Asp Val 

650 

GAG GTC AAG TTC AAC 
Glu Val Lys Phe Asn 



T 

GGA CCG TCA GTC TTC 
Gly Pro Ser Val Phe 
150 

CCC AAG GAC ACC CTC 
Pro Lys Asp Thr Leu 

600 

CCT GAG GTC ACA TGC 
Pro Glu Val Thr Cys 

AGC CAC GAA GAC CCT 
Ser His Glu Asp Pro 

TGG TAC GTG GAC GGC 
Trp Tyr Val Asp Gly 



GTG GAG GTG CAT AAT 
Val Glu Val His Asn 

700 

CGG GAG GAG CAG TAC 
Arg Glu Glu Gin Tyr 

GTG GTC AGC GTC CTC 
Val Val Ser Val Leu 



GCC AAG ACA AAG CCG 
Ala Lys Thr Lys Pro 
200 

AAC AGC ACG TAC CGT 
Asn Ser Thr Tyr Arg 

750 

ACC GTC CTG CAC CAG 
Thr Val Leu His Gin 



7/21 



i 



wo 98/18487 



\ 

PCT/JP97/03978 



GAC TGG 
Asp Trp 

AAG GTC 
Lys Val 

ATC GAG 
X J. t; »ox u 

850 
GAG CCC 

Gin Pro 

CCC CCA 
■;) Pro Pro 

GAG GTC 
Gin Val 

TTC TAT 
Phe Tyr 



GAG AGC 

r: 1 1 1 c ^ ^ 

^ -u \^ v_j i_ 



CTG AAT 
Leu Asn 

TCC AAC 
Ser Asn 



AAA ACC 

L,y ^ i iir 

CGA GAA 

Arg Glu 

TCC CGG 

Ser Arg 

AGC CTG 

Ser Leu 

CCC AGC 

Pro Ser 



AAT GGG 
Asn Gly 



I G . 8 

GGC AAG 
Gly Lys 

800 

AAA GCC 
Lys Ala 



ATC TCC 

-r- T /-I 

± ± e :d e r 
250 

CCA GAG 

Pro Gin 

GAT GAG 

Asp Glu 

ACC TGC 

Thr Cys 

950 

GAC ATC 

Asp lie 



GAG CCG 
Gin Pro 
300 



GAG TAG 
Glu Tyr 

CTG CCA 
Leu Pro 



AAA GCC 
-Lys Ala 

GTG TAG 
Val Tyr 

9 

CTG ACC 
Leu Thr 

CTG GTC 
Leu Val 

GCC GTG 
Ala Val 



GAG AAC 

Glu Asn 



AAG TGC 

Lys Cys 

GCC CCC 

Ala Pro 



AAA GGG 
j_jyi3 Kj±y 

ACC CTG 
Thr Leu 

0 

AAG AAC 
Lys Asn 

AAA GGC 
Lys Gly 

GAG TGG 
Glu Trp 



AAC TAG 
Asn Tyr 
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FIG- 9 

1000 

AAG ACC ACG CCT CCC GTG CTG GAG TCC GAG 
Lys Thr Thr Pro Pro Val Leu Asp Ser Asp 

1050 

GGC TCC TTC TTC CTC TAG AGC AAG CTG AGG 
Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr 



GTG GAG AAG AGG AGG 
Val Asp Lys Ser Arg 

1100 

GTG TTG TGA TGC TCC 
Val Phe Ser Cys Ser 



TGG CAG GAG GGG AAG 
Trp Gin Gin Gly Asn 

GTG ATG GAT GAG GGT 
Val Met His Glu Ala 



CTG CAG AAG CAG TAG ACG CAG AAG AGG CTC 
Leu His Asn His Tyr Thr Gin Lys Ser Leu 

350 

1150 

TCC CTG TCT GGG GGT AAA TGA TAG ggtacc 
Ser Leu Ser Pro Gly Lys ^^^^ 



ttctgag 
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K I G . 



1 O 



ttttcttccatttcaggtgtcgtgaggaattcacc 

50 



ATG CTG GGC ATC TGG ACC CTC CTA CCT CTG 
Met Leu Gly lie Trp Thr Leu Leu Pro Leu 

-10 

___nFas antigen signal peptide 

ACT GAG AAC TTG 



GTT CTG ACT AGT GTC GCT 
Val Leu Thr Ser Val Ala 



-1 



100 



Thr Gin Asn Leu 
1 

— ^hFas (nd29) 



GAA GGC CTG CAT CAT GAT GGC CAA TTC TGC 
Glu Gly Leu His His Asp Gly Gin Phe Cys 

150 

CAT AAG CCC TGT CCT CCA GGT GAA AGG AAA 
His Lys Pro Cys Pro Pro Gly Glu Arg Lys 



GCT AGG GAC TGC ACA GTC AAT GGG GAT GAA 
Ala Arg Asp Cys Thr Val Asn Gly Asp Glu 

200 

CCA GAC TGC GTG CCC TGC CAA GAA GGG AAG 
Pro Asp. Cys Val Pro Cys Gin Glu Gly Lys 



GAG TAG ACA GAC AAA 

Glu Tyr Thr Asp Lys 

250 

AAA TGC AGA AGA TGT 

Lys Cys Arg Arg Cys 



GCC CAT TTT TGT TGC 

Ala His Phe Ser Ser 
50 

AGA TTG TGT GAT GAA 

Arg Leu Cys Asp Glu 
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FIG. 11 



GGA CAT GGC TTA GAA 
Gly His Gly Leu Glu 

ACC CGG ACC GAG AAT 
Thr Arg Thr Gin Asn 

350 

AAA CCA AAC TTT TTT 
Lys Pro Asn Phe Phe 



TGT GAA CAC TGT GAC 
Cys Glu His Cys Asp 

400 

GAA CAT GGA ATC ATC 
Glu His Gly lie lie 

ACC AGC AAC ACC AAG 
Thr Ser Asn Thr Lys 



300 

GTG GAA ATA AAC TGC 
Val Glu lie Asn Cys 

ACC AAG TGC AGA TGT 
Thr Lys Cys Arg Cys 



TGT AAC TCT ACT GTA 
Cys Asn Ser Thr Val 

CCT TGC ACC AAA TGT 
Pro Cys Thr Lys Cys 
100 

AAG GAA TGC ACA CTC 
Lys Glu Cys Thr Leu 

450 

TGC AAA GAG GAA GGA 
Cys Lys Glu Glu Gly 



TCC AGA TCT AAC GAG CCC AAA TCT TGT GAC 
Ser Arg Ser Asn Glu Pro Lys Ser Cys Asp 



IhlgGl hinge 
500 

AAA ACT CAC ACA TGC CCA CCG TGC CCA TAG 
Lys Thr His Thr Cys Pro Pro Cys Pro *** 
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TGA ggtaccttctgag 
* * * 
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FIG. 16 
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FIG. 18 
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